09/647978 

PCT/US99/08S68 



1/12 



3 

6 







o 


o 


O 


o 


o 








rH 


00 


m 


CN 








, j 




CNJ 


m 






in 




10 


& 


X 


Eh 


CO 


> 




O 




(J? 


> 


&a 








Q 


^ 


O 


0 


w 


as 


w 






Eh 


CM 


> 


< 




K 


CO 


cm 


fcu 




Z 




O 


CO 


& 




H 


CO 


> 






W 


Cu 


t-q 


CO 


Q 


u 




a 




Q 


OS 


£-< 


Q 


Q 


< 




•-3 


Eh 




O 


Q 




w 


> 






Q 


CM 


Eh. 


Oi 


o 


Eh 


EH 


W 


&S 


ID 




f-1 




> 


< . 


as 


>H 


U 


< 


u 


> 


PS 




CM 


U 


O 




Uj 


z 


us 


tu 


O 


Q 


• w 


< 


h3 


Of 


as 


CO 




O 


CO 


H 


CO 




1-3 


as; 






1 > 


Q 


ft 


W 


Q 


CD 






a 


< 




W 


a 


z 


CO 


hH 


cm 


Z 


> 


1-4 


> 


as 


Ed 


> 


CO 


CO 






CO 


< 


Cd 




CM 


Eh 


> 


O 


w 




< 




u 


O 




a* 






O 


M 


o 


< 


Q 


OS 


z 


CM 


CO 


>* 


rH 


Oi 


O 


cc 


o 






> 


z 


CO 


U< 




Q 


CO 


z 


r-3 


o 


Z 


CO 


Ed 


CO 


Eh 






CU 


Q 


> 


CO 


>H 


O 


< 


o 


X 


»H 


Eh 


w 


Q 


CO 


CO 




CD 


CO 






< 


< 


2 


z 


CJ 




I*S 








!> 


pi 


>H 


M 


CO 


& 


O 


> 


Cm 




CO 


CU 


Q 


w 






U3 


M 


i*s 


CO 






NS 


as 


M 


O 


CV 










as 


& 


(J) 


(X 


Ed 


> 


> 






CO 


t-H 1 


rH 




o 


z 


CO 


CO 




M 


fa 






as 


> 




Eh 


^ 


< 


Q 


OS 


w 


W 


Eh 








tc 




w 






Eh 


CD 


cu 


Cd 






w 






1-3 


IS 


Of 


w 


< 




CM 




O 


CM 


X, 


OS 


< 




< 


z 


Eh 


CO 


Eh 




z 


&s 


CO 


rH 


W 


cu 


O 


w 




M 


CO 




txS 


CO 


l-H 




w 


> 


a 


>H 


Eh 


OS 


< 


Eh 


g 


w 






> 


,-3 




Cm 




w 


h3 


rH 




:*s 


o 


O 




>H 


> 




M 




CO 


tH 




a 






> 




cm 






2 


o> 


< 


a; 


Eh 


Ix* 




> 


W 


M 


Eh 


En 


M 


Eh 


>H 




s 


< 


>H 


< 


M 


CO 






(J 




< 


CM 


CO 


O 




< 








Q 




a 




Ed 


< 


tu 


w 


a: 




Eh 






a 


CJ 




a 


w 


a 


w 


CO 


as 




o 




w 


Cm 




a 


o 




X 


cm 




Eh 




u 




as 


CM 


CO 


CO 


CO 


w 




% 


Ed 


rH 


CO 


> 


CO 


< 


a 




Eh 


CJ 


CO 




Eh 






< 


CO 


Q 




M 






o 




< 


S 


< 


2 




OS 


CO 


EG 




Q 


CO 


CO 


r4 


> 


a 


(H 






< 


Id 


h3 


CO 




&5 


< 




Eh 




Eh 


Or 


M 


CO 






CO 


z 


Ed 


z 


CO 


as 


OS 




a 


H 


CO 


1-3 








> 


CO 


CO 


cm 


CO 


M 






CO 


2 


> 


CO 


rH 


w 




u 


ac; 






t-H 


rH 




rH 




rH 




rH 




rH 


00 


in 




cn 


rH 




tH 


CM 


CN] 


m 







CO 
CO 



o 
o 
in 



5 



O 

o 

CO 



CD 
CN 



CO 
CD 



O 

a 



o 
o 



LU 



CL 



6 



SUBSTITUTE SHEET (RULE 26) 



2/12 



09/647978 

PCT/US99/08568 



FIG-1C 



NORTHERN BLC1 



7.5 kb 



4.4 kb > 

2.4 kb > 



6 7 8 



H Er Sp Lu Li Sk K Te 



FIG-ID 



BINDING SPECIFICITY 



IB: FLAG 



SYNiP/WT * 



SYNIP/CT * 




GST-Syn 1A 1B 2 3 4 



SUBSTITUTE SHEET (RULE 26) 



WO 99/54465 



0)®/ 6479 

PCT/US99/08568 



3/12 



FIG-2A LYSATE 



IB: FLAG 



1 2 3 4 5 6 



SYNIP/WT *• 


^ ,„ 


SYNIP/NT * 




SYNIP/CT »► 




INSULIN 


+ + + 


FIG-2B IP-SYN4 




IB: FLAG 




1 2 3 4 5 6 



SYNIP/WT > 



SYNIP/NT * 



SYNIP/CT ► 




INSULIN 



SUBSTITUTE SHEET (RULE 26) 



09/ 64 7 9 78 



WO 99/54465 



PCT/US99/08568 



4/12 



FIG-2C 



IP-SYN4 



IB: FLAG 



1 2 3 4 5 6 



SYN4 




INSULIN 



SUBSTITUTE SHEET (RULE 26) 



.09/647978 



WO 99/54465 PCT/US99/08568 

5/12 

FIG-3A LYSATE 

IB: FLAG 

12 3 4 5 6 

SYNIP/WT 
SYNIP/NT 

SYNIP/CT 

INSULIN - + - + - + 

FIG-3B GST-SYN4 

IB: FLAG 

12 3 4 5 6 

SYNIP/WT 
SYNIP/NT 
SYNIP/CT 

INSULIN - + - + 

SUBSTITUTE SHEET (RULE 26) 





WO 99/54465 



09/647978 

PCT/US99/08568 



6/12 



FIG-3C GST-SYNIP 



SYN4 



IB: SYN4 



12 3 4 




INSULIN 



LYSATE GST- 
SYNIP 



FIG-3D IBiFLAG 



1 2 3456789 10 



SYNIP/WT 




INSULIN - + . + _ + . + _ + 

10 20 40 80 
LYSATE GST-SYN4 , |xg 



SUBSTITUTE SHEET (RULE 26) 



WO 99/54465 



09/647978 

PCT/US99/08568 



7/12 



FIG-4A LYSATE 



IB: FLAG 



12 3 4 



SYNIP/WT 



SYNIP/CT 




INSULIN 



riG-4B GST- 



SYN4 



IB: FLAG 



12 3 4 



SYNIP/WT 



SYNIP/CT 



m 

ST 



••••fcv. ..] ■" 



"ST 




INSULIN 



SUBSTITUTE SHEET (RULE 26) 



WO 99/54465 



09/647978 

PCTAJS99/08568 



8/12 




SUBSTITUTE SHEET (RULE 26) 



WO 99/54465 



09/647978 

PCT/US99/08568 



9/12 




SUBSTITUTE SHEET (RULE 26) 



WO 99/54465 



09/647978 

PCT/US99/08568 




SUBSTITUTE SHEET (RULE 26) 



WO 99/54465 



09/647978 

PCT7US99/08568 











O 
CL 

> 
CO 



> 

00 



ZD 

o 

I 

U_ 

O 



6 



CO 

< 
a 

a 



O 
0£ 



O 

o 



3 
co 



SUBSTITUTE SHEET (RULE 26) 



9/647978 

WO 99/54465 PCT7US99/08568 



12/12 




SUBSTITUTE SHEET (RULE 26) 



